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Antibody drug conjugates (ADCs) are emerging as 
powerful treatment strategies with outstanding target 
specificity and high therapeutic activity in cancer 
patients. Brentuximab vedotin represents a first-in-class 
ADC directed against CD30-positive malignancies. We 
hypothesised that its sustained clinical responses could 
be related to the stimulation of an anti-cancer immune 
response. We here demonstrate that the dolastatin 
family of microtubule inhibitors, from which the cyto- 
toxic component of brentuximab vedotin is derived, 
comprises potent inducers of phenotypic and functional 
DC maturation. In addition to the direct cytotoxic effect 
on tumour cells, dolastatins efficiently promoted antigen 
uptake and migration of tumour-resident DCs to 
tumour-draining lymph nodes. Exposure of murine and 
human DCs to dolastatins significantly increased their 
capacity to prime T cells. Underlining the requirement of 
an intact host immune system for the full therapeutic 
benefit of dolastatins, the anti-tumour effect was far less 
pronounced in immune-compromised mice. When com- 
bining dolastatins with tumour-antigen-specific vaccina- 
tion or blockade of the PD-1/PD-L1 and CTLA-4 co- 
inhibitory pathways, we observed substantial therapeutic 
synergies. Ultimately, ADCs using dolastatins induce DC 
homing and activate cellular anti-tumour immune 
responses in patients. Our data reveal a novel mechanism 
of action for dolastatins and provide a strong rationale 
for clinical treatment regimens combining dolastatin- 
based therapies, such as brentuximab vedotin, with 
immune-based therapies. 


1 University Hospital Basel, Department of Biomedicine, Basel, Switzerland 
Full list of author information is available at the end of the article 


Authors' details 

1 University Hospital Basel, Department of Biomedicine, Basel, Switzerland. 
2 University Hospital Cologne, Department I of Internal Medicine and 
Cologne Interventional Immunology, Cologne, Germany. 3 University Hospital 
Basel, Institute of Pathology, Basel, Switzerland. 4 University of Frankfurt, 
Senckenberg Institute of Pathology, Frankfurt, Germany. 5 University of 
Lausanne, Ludwig Center for Cancer Research, Lausanne, Switzerland. 
6 University Hospital Basel, Department of Biomedicine and Department of 
Medical Oncology, Basel, Switzerland. 

Published: 12 March 2014 


doi:1 0.1 1 86/205 1 -1 426-2-S2-P34 

Cite this article as: Martin ef al:. P60. Microtubule-depolymerising 
agents used in antibody-drug-conjugates induce anti-tumour immunity 
by stimulation of dendritic cells. Journal for ImmunoTherapy of Cancer 
2014 2(Suppl 2):P34. 


Submit your next manuscript to BioMed Central 
and take full advantage of: 

• Convenient online submission 

• Thorough peer review 

• No space constraints or color figure charges 

• Immediate publication on acceptance 

• Inclusion in PubMed, CAS, Scopus and Google Scholar 

• Research which is freely available for redistribution 


Submit your manuscript at 
www.biomedcentral.com/submit 


BioMed Central 


o 


© 201 4 Martin et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons 
DiftlUlml C 'an-hr-al Attribution License (http://creativecommons.Org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in 
DHUffKH \_fcri llldl an y medium, provided the original work is properly cited. The Creative Commons Public Domain Dedication waiver (http:// 

creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated. 


